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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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Application Papers 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
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DETAILED ACTION 

Applicant's amendments to claims filed on 4/24/06 and the addition of new claims 18-20 
is acknowledged. 

Any objections and or rejections not specifically addressed are herein withdrawn. 
Claims 7-20 are pending in the application. 

Claim 1 1 remains withdrawn from consideration as being drawn to non-elected species. 

This application contains claim 1 1 drawn to a species nonelected with traverse in Paper 
No. dated 01/23/06. A complete reply to the final rejection must include cancellation of 
nonelected claims or other appropriate action (37 CFR 1.144) See MPEP § 821.01. 

Claims 7-10, 12-20 have been examined on the merits. 

Response to Arguments/Remarks 
Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
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invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 7-10, 14, 15 and 20 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Sasse, et al., The Journal of Antibiotics, 2000, 53, 879-885, in view of Greenwald, Journal 
of Controlled Release, 2001, 74, 159-171 as stated for claims 7-10 and 12-17 in the office action 
dated 1/23/06. 

Applicants argue that the primary citation does not teach linker pegylation of the 
molecule. Applicants argue that Examiner assumed that a linker or spacer arm is introduced into 
the compound of the general formula U-V-W by using the activated PEG molecule. Applicants 
have indicated that the Greenwald reference teaches conjugates of drugs with higher molecular 
weight PEG (>20,000d). 

Applicant's arguments filed 4/24/06 have been fully considered but they are not 
persuasive. Applicant's argument that the primary citation does not teach linker pegylation of the 
molecule is moot. It should be pointed out here that Examiner is making an obviousness type 
rejection. If the primary reference of Sasse, et al, had taught pegylation of tubulysin molecule it 
would have been an anticipation rejection. 

Applicant's argument that Examiner assumed that a linker or spacer arm is introduced 
into the compound of the general formula U-V-W by using the activated PEG molecule is not 
persuasive. In accordance with election of species requirement, applicant was required to elect a 
single species indicating all the variables that would define a single species. To satisfy this 
requirement, instead of electing a species as required by the election of species, applicants 
elected molecular formula represented in claims 14 and 17. As per applicant's election of 
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species, if £ V is the linker according to applicant, it should come from the tubulysin molecule. 
Primary reference of Sasse, et al., discloses such a molecule wherein C V could be the oxygen 
'O' of the carboxylic acid functional group. In addition to this, applicant uses the method 
described in the publication Greenwald, Bioorg. Med. Chem., 1998, 6, 551-562, for the 
preparation of pegylated molecule of tubulysin. The cited publication of record by the Examiner, 
Greenwald, Journal of Controlled Release, 2001, 74, 159-171 teaches similar linkers and 
activation chemistries for the pegylation of the drug molecules. Therefore, the use of activated 
PEG molecules introduces linker or spacer arm. 

Applicants have indicated that the Greenwald reference teaches conjugates of drugs with 
higher molecular weight PEG (>20,000d). This argument is moot in light of the aforementioned 
response to arguments. Because, the applicant uses the synthetic methods described in the 
Greenwald reference to synthesize their tubulysin conjugates. 

Claim Rejections - 35 USC § 1 12 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 12, 13, 16-19 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement as stated for claims 7-10 and 12-17 in the office action 
dated 1/23/06. 

Applicants arguments filed 4/24/06 have been fully considered but they are not 
persuasive. Because, as pointed earlier, applicants claim numerous modified tubulysin 



Application/Control Number: 10/520,791 Page 5 

Art Unit: 1654 

compounds. Applicants have shown the synthesis of three variants of pegylated tubulysin 
molecules with tubulysin A as the starting compound. Applicants have not disclosed any 
synthetic procedures to synthesize number of modified, or derivatives of the tubulysin 
compounds. As indicated in our previous office action, applicants have not provided guidance as 
to how the numerous variants of tubulysins are synthesized or isolated from different strains of 
microorganisms. 

There is no structure-function correlation to show which of these numerous variants will 
have desired anticancer activity. The Board of Appeals has held Ex parte Sudilovsky, that a 
disclosure was non-enabling since: 

"[t]he specification, though highly detailed , is devoted solely to a description of 
compounds stated to be known ACE inhibitors. The remainder of the specification is directed to 
how to make tablets and solutions for injection. Any disclosure regarding utility is confined to 
broad allegations and suggestions without substantiating working example. As stated in In re 
Glass, 49 F.2d 1228, 181 USPQ 31, 35 (CCA1974), 'the strong feeling one gets from reading the 
entire specification is that either appellant did not have possession of the details of a single 
operative process or, if he did, he chose not to divulge them." 

Ex parte Sudilovsky, 2\ USPQ2d 1702 (BPAI 1991). Similarly, the the disclosure of the 
instant application with regard to the biological activity is confined to broad allegations and 
suggestions without substantiating working examples. Although working examples are not 
necessary in the specification, lack of a working example, however, is a factor to be considered, 
especially in a case involving an unpredictable art. When an applicant chooses to forego 
exemplification and bases utility on broad terminology and general allegations, he runs the risk 
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that unless one of ordinary skill in the art would accept the allegations as obviously valid and 
correct. In the instant application, specification has not provided evidence of record of a single 
compound that would exhibit anticancer activity. Therefore, one skilled in the art would not be 
able to practice the invention as disclosed by the applicants. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 . 1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Satyanarayana R. Gudibande whose telephone number is 571 - 
272-8146. The examiner can normally be reached on M-F 8-4.30. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia Tsang can be reached on 571-272-0562. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Satyanarayana R. Gudibande, Ph.D. 
Art Unit 1654 



